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INTRODUCTION

EPA is of the view that prior to 1998 it did not have an explicit policy or set of regulations
addressing whether, or under what conditions, it would accept for regulatory purposes non-federaly-
funded research conducted with human volunteers, at least if such research was conducted outside the
United States. It clearly did, however, havein placerulesfor the conduct of federaly-funded research with
human volunteers (EPA’s verson of the “Common Rul€’, discussed below).

OnJuly 27,1998, EPA issued a“ Statement on Human Testing” that reed, initsentirety, asfollows:

EPA isdeeply concerned that some pesticide manufacturers seem to be engaging in health-
effects studies on human subjects as away to avoid more protective results from anima
tests under the new Food Quality Protection Act. The government has in place very
stringent standards that apply to federally funded research to ensure the protection of
human subjects. EPA will be asking its independent Science Advisory Board to apply
these same standards to pesticide data submitted to EPA by companies for review. No
human test data has been used by EPA for any fina decisions about acceptable levels of
pesticide under the new food safety law. The protection of public hedth from adverse
effects of pesticides can be achieved through reliance on animd testing and use of the
highest ethical standards.

The impact of this satement was not clear from itswording, since it seems to say that non-federa human
volunteer sudieswill betreated in the same manner assimilar federdly-funded studiesand will be accepted
if they meet the same ethicd standards. In redlity, it gppears from recent agency statements that EPA has

taken a pogtion that its current policy isthat it will not accept any non-federaly-funded human volunteer
test data for peticide decisions.!

! See aticlesin The Washington Post on June 7, 2000, page A2 (“U.S. Rejects Pesticide Tests
onHumans’); inthe Bureau of Nationd AffairsDaily Environment Report on June 8, 2000, pages A-11
to 12 (“EPA to Maintain Ban on Use of Human Pedticide Tests for Decisonmaking”); and in the June 9,
2000 issue of Inside EPA, page 15 (“EPA TO REJECT HUMAN STUDIES FOR PESTICIDE
TOLERANCE SETTING”).
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EPA did not publish this Statement in the Federal Register and invite comment.?

Shortly after the above Statement was issued, EPA convened a joint committee of its FIFRA
Science Advisory Pand (*SAP’) and its Science Advisory Board (“SAB”) for the purpose of obtaining
advice on an explicit policy for acceptance of such non-federaly-funded research. Two meetings of this
SAB/SAP Joint Subcommittee on Data from Human Subjects have been held, the first December 10-11,
1998, and the second on November 30, 1999. On May 23, 2000, the agency announced that the
Subcommittee had prepared areport, and that the report would shortly be made avail able to the public and
would be reviewed by the SAB Executive Committee in a public teleconference on June 16.

In preparation for the second meeting of the Joint Subcommittee held November 30, 1999, the
agency issued, in addition to its “charge’ to the Subcommittee (i.e., specific questions to be addressed),
a"“ Saff Background Paper” in which it amplified onits July 27, 1998 statement. The Background Paper
made clear that the agency viewed the origind Statement as having put in place a moratorium on
acceptance of human volunteer data submitted to the pesticide program, stating —

The Agency’s policy continues as it was firgt articulated in July 1998: we will not rely on
these studies to support final decisions under the Food Qudity Protection Act [FQPA]
until a palicy is in place that can ensure they meet the highest scientific and ethical
standards.?

The immediate focus in the Background Paper continued to be pesticide data, particularly that submitted
infurtherance of establishing ahuman NOAEL (no observable adverse effects leve) for acute non-cancer
hedlth effects, and it noted that the agency had received Sx new studies of thistype since the first meeting
of the Subcommittee, and atotal of 14 since the passage of the FQPA in 1996. The agency aso noted
that it had reconsdered some of the “earlier” human studiesthat it had accepted in the past -- gpparently
prior to the FQPA -- and found them “unacceptable by contemporary scientific Sandards’, athough no
further explanation was given. The Background Paper expressed, as one of the agency’s “abiding
concerns’:

We have never defined guiddinesfor testing pesticide effects or establishing NOAELsIn
human subjects. We do not require such studies; we do not encourage them; we do not
believe them to be necessary to good risk assessments. Nevertheess the argument is

2 Under the Administrative Procedure Act, 5 U.S.C. § 551 et seq., agency statements of policy
are“rules’. A new rule on use of data from human volunteer trids would probably, as a legd matter,
require public notice and comment under 5 U.S.C. 8§ 553, since it would alter the FIFRA and FFDCA
regulatory regimes.

3 A very Smilar satement was made to the SAB/SAP Subcommittee at its November 30, 1999
meeting by the Director of the agency’ s pesticides program office.
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made [apparently by others outside the agency] that human studies are more appropriate
to an assessment of human hedlth risk than animd studies, that they are more reliable than
anima sudies, and that they support more accurate assessments of potentia risk.

The Background Paper dso contained the following points or satements:

The FQPA “cdlsfor an additional tenfold safety factor to protect children”, and use of human
subject studies in place of animd studies could “diminate” the tenfold inter-species uncertainty
factor. This could result in pesticide residue tolerance levels higher than would otherwise be
alowed, thus dlowing use of more of a particular pesticide, meaning that the FQPA requirement
for the additiond uncertainty factor for children might have unintentiondly crested an incentive to
test pedticides on humans. [Emphasisin quotations asin origind .|

Various officeswithin EPA had “continued to perform or to support many kinds of research with
humansubjects, with theoversight and subject protection required by the Common Rule[ discussed
below].”

Since passage of the FQPA, the agency had received fourteen new studies on ten different
pesticides that were “dl intended to define a human systemic NOAEL”.

The agency wants*“apoalicy that gpplies protectionslike thosein the Common Rule consstently and
fairly to al human research supported or considered by the Agency”.

Ethica standards have changed over time, and contemporary standards should be applied to older
data. Studies performed in other countries must meet the ethical standards of our country.

The agency’s sandards for ethicd and scientific quaity that must be met in order for a human
subject study to merit consderation must be subjected to peer review and public review and
commen.

The agency dso submitted a“charge’ to the joint subcommittee that focused primarily on ethica

issues, asking how it should determinewhat condtitutesan* ethicaly appropriate’ human study, and whether
it is ehicd “to engage in ora dosng of human volunteers with environmental toxicants (e.g.,
cryptosporidium, SOx, or organophosphates (OPs)) in order to establish aNOAEL ™

OnJune 16, 2000, the SAB/SAP Subcommittee’ sreport will bereviewed, and possibly approved,

by the SAB Executive Committee a apublic tedleconference. Shortly prior tothen, it will bemadeavailable

4 Useof theterm “environmenta toxicants’ in this context isamisnomer, sinceit begsthe question

of toxicity to humans a the exposure levels tested.
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to the public. Subsequent to the end of the SAB/SAP review, the process will include, according to the
agency’ sprior statements, at least public notice and comment on any draft ruleit may propose. If findized,
the rule will dso have to be submitted to Congress and the Comptroller Genera under the Congressiond
Review Act (5 U.S.C. 8 801 et seq.), before it can take effect, and it may dso have to be submitted to
OMB for review as a " ggnificant regulatory action” under Executive Order 12866.

BACKGROUND
Although other guidance is sometimesreferred to, it is recognized that the primary touchstonesfor
human volunteer testing are the Declaration of Helsinki (for the globa community), and the Common Rule

(for United States federal government agencies).®

The Declaration of Helsinki

Thisguidance on biomedica researchinvolving human subjectswas adopted by theWorld Medica
Associdion a its Assembly in Helsinki, Finland, in 1964, and has been amended severd timessincethen.®
The guidance stressed that it did not relieve physiciansfrom crimind, civil and ethical respongbilities under
the laws of their own countries.

The Declaration of Helainki is dill regarded as a semind statement. The American Medica
Association is amember of the World Medicd Association, and AMA publications such as JAMA and
Archivesof Internal Medicinegiveingtructionsto authorsof research submiss onswho do not haveformal
ethics review committees that they should follow the principles outlined in the Declaration of Helsinki.

The Declaration cons sts of an introduction and three sets of principles: basic principles, principles
for medica research on sick persons for whom there are potential diagnostic or thergpeutic benefits, and
principles for research where the potential benefits are not anticipated to benefit the test subjects and the
ams are “purely scientific’. The “basic” principles gpply to both the principles on testing which is
potentialy thergpeutic and those for testing which is“purdly scientific’. The key dements of the combined
basic principles and principles for non-thergpeutic research are:

® The Dedlaration of Helsinki was based largely on the Nuremberg Code, which contained ten
principles, including the need for prospects of “fruitful results for the good of society”, animd
experimentation as a prerequidte, informed consent, minimization of risk, and baancing of risks with
humanitarian importance of the experimen.

® A copy of the Declaration can be obtained from many sources. One source is
www.faseb.org/arvo/helsinki.htm, or see JAMA 277:925-26 (1997). The Association is currently
consdering further revisonsto the Declaration, and is expected to have prepared an interim report by June
2000.
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*  sound scientific research methods and adequate preliminary information from |aboratory and animdl
experimentation

e predictable hazards

e review of protocols by independent review committees

*  riskinproportion toimportance of objectives, with well-being of the volunteers dways paramount
*  informed consent and freedom to withdraw

e discontinuance of the research if it is judged that harm to the individual might result

* written confirmation of adherence to the Declaration

The“Common Rule’

Shortly after the Declaration of Helsinki was issued in 1964, the Nationa Ingtitutes of Hedlth
issued, in 1966, policies for the protection of human subjects. Those policies were promulgated as
regulations by the Department of Health, Education, and Wefare (now the Department of Health and
Human Services) in 1974. The DHEW regulations were revised in 1981 in response to the report and
recommendations of the National Commission for the Protection of Human Subjects of Biomedicd and
Behaviord Research prepared pursuant to the National Research Act of 1974 (P.L. 93-348). The
Nationad Research Act authorized the Secretary of HEW to implement the recommendations of the
Commisson. The HHS regulations, as further revised on June 18, 1991, were adopted, at the behest of
the White House Office of Science and Technology Policy, by sixteen other federd agenciesthat conduct,
support, or otherwise regul ate human subjectsresearch, including EPA and FDA. Thiscommondity among
federal agenciesiswhy the HHSregulationsare regularly referred to asthe” the Common Rule’. TheHHS
regulations are codified a 45 CFR Part 46; the EPA regulations are codified at 40 CFR Part 26; and the
FDA regulations -- which are of particular relevance here due to their gpplication to “Phase I” testing of
human subjects -- are codified at 21 CFR Parts 50 and 56.”

" Overdight for the Common Rule within HHS is under the Office of Protection from Research
Risks (OPRR), which iswithin the Office of the Director of the Nationd Inditutesof Hedth. OPRR chairs
an inter-agency coordinating committee on Common Rule issues, but does not have any direct authority
over other agencies.  The coordinating committee is known as the Human Subjects Research
Subcommittee of the Committee on Science of the National Science and Technology Council, which is
adminigtered by the White House Office of Science and Technology Policy.
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The Common Rulegtatesthat it appliesnot only to research conducted or supported by theagency,
but aso research * otherwise subject to regulation by any federd department or agency. ...” 40CFR §
26.101(a). However, the Rule defines “Research subject to regulation” as limited to research for which
an agency has specific respongbility, asin the case of FDA, and as not including * research activitieswhich
areincidentally regulated by afederal department or agency soldly as part of the department or agency’s
broader respongbility to regulate certain types of activities whether research or non-research in nature.”
40 CFR 8§ 26.101(e). EPA has apparently determined that pesticide research whichis not conducted or
supported by the agency is therefore not subject to the Common Rule. As discussed below, this
fundamenta point isdebatable, since Congress has enacted provisions pertaining to acceptability of human
subject pesticide research, and EPA periodically issues guidance for non-federa pesticide research.

The Common Ruleprovisonsareoverdl very smilar in principle to the contents of the Declaration
of Helsnki. They smply add more detailed provisions for the composition and functioning of the
independent review committees, termed “ingditutional review boards’ (“IRBS’), documentation of
compliance, and other related matters. The criteriafor IRB approva of research are set out in the EPA
ruesat 40 CFR 826.111. Itisclear fromtherulesthat it isnot necessary that research have the potentia
to provide benefits to the study subjectsthemsdves, and that the research may involve morethan “minimal
risk”, including thepotential for “injury”. 40 CFR 8826.111(8)(2), 26.116(a)(3), 26.101(i), 26.110(b)(1),
26.116(a)(6).

It is particularly noteworthy for purposes of this briefing paper that the Common Rule explicitly
addresses research conducted by non-federd ingtitutions outside the United States. That portion of the
Rule explicitly refersto the Declaration of Helsnki and providesthat the agency may gpprove substitution
of foreign procedures “in lieu of the procedura requirements provided in this policy” if the agency
determines that the procedures prescribed by the foreign indtitution “afford protections thet are at least
equivaent to those provided in this policy.” 40 CFR § 26.101(h).2

EPA’s RfD risk assessment process for non-cancer hedth effects

8 The EPA’s July 27, 1998 Statement was issued shortly after an environmenta advocacy
organization, the Environmenta Working Group, published a paper titled “The English Patients’ in which
it questioned the ethics of conducting, outsde the United States, human volunteer studies relaing to
pesticides. The paper gated: “Allowing human experiments, such as those conducted recently in the
United Kingdom, to serve asthe basisfor registering pesticides, isethicdly indefensble” (At p. 15.) At
the same time, however, the paper gppeared to endorse acceptance of human volunteer pesticide studies
by EPA if the agency were able to “determine that the studies were conducted in accordance with the
principles and procedures of the Common Rule” These two pogtions are inconsstent because the
Common Rule explicitly dlows for acceptance of human volunteer studies conducted abroad evenif U.S.
procedures were not followed, so long as the procedures followed by the foreign research ingtitution
provided equivaent protections.
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Since well prior to the Common Rule, EPA has been utilizing a methodology for determining a
“reference dosg’ (RfD) for non-cancer hedth effects which is based on the utilization of a number of
defined “uncertainty factors’ (UFs). The RfD indicates alevel of exposure at which the agency expects
there to be no gppreciable risk of adverse hedth effects, dthough it is not intended to imply that such an
exposure level isabsolutely risk-free.  Although the basic UFs are in increments of ten-fold reductionsin
exposure levels, scientific judgment may indicate alower UF.

RfD determination depends to a great extent on whether there is adequate anima or human data,
or acombination of both types of varying quality.

If thereisalack of adequate human data, the first UF is a 10x reduction in the exposure level to
account for uncertainty in extrgpolaing from experimentd animd data to humans. The essentid policy
assumption embedded in this UF is that humans may be more sendtive than animds, and therefore it is
better to err on the side of caution.

If there is adequate humandata, or if a10x UF has been gpplied for extrapolation from animasto
humans, another UF of 10x is gpplied to account for variations in susceptibility among the human
population.

EPA guidance on determination of RfDs emphasizes that human data on the exposure level
associated with an appropriate endpoint should be given priority over anima toxicity studies, and such
human data may obviate the necessity to extrapolate from the anima data For example, agency RfD
guidance States.

In some cases an epidemiologic study may be selected as the critica data (e.g., in cases
of cholinesterase inhibition). Risk assessments based on human data have the advantage
of avoiding the problems inherent in interspecies extrapolaion.®

Two additiond UFsmay be gpplied for acute effects. If theanimal or human datashow aL OAEL
ingtead of a NOAEL, an additional 10x UF may be applied, based on the assumption that the actua
threshold for adverse effectsis somewhat lower than the observed LOAEL. Findly, aUF whichistermed
a“Modifying Factor” (MF) may be applied based on professional judgment regarding overall uncertainty
inthedata. The default vaue for the MF is 1, however.

Thus, in the absence of adequate human data, gpplication of the RfD methodology to experimental
animad datawill result in at least a 100x reduction from an observed NOAEL , and a1,000x reduction from
aLOAEL. If there are adequate human data, the UFs might be reduced to between 10x and 100x.

% “Reference Dose (RfD): Description and Use in Hedlth Risk Assessments’, EPA IRIS
Background Document 1A, March 15, 1993. (“IRIS’ stands for Integrated Risk Information System.)
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1N 1996, amendmentsto the Federal Food Drug and Cosmetic Act by the Food Quality Protection
Act effectively modified thisRfD methodol ogy by requiring an* additiona” 10x “margin of safety” to protect
infantsand children from pesticide residues, unless determined, on the basis of reliable data, that adifferent
margin of safety would provide safety for infants and children.*®

Conduct of, or support of, human volunteer tests by EPA and other federa agencies

AsEPA noted in the Background Paper prepared for the 1999 SAB/SA P Subcommittee meeting,
the agency hasitself conducted and supported acons derable number of human volunteer experimentswith
potentidly toxic substances. Agency and SAB/SAP sources have cited agency testing of the following
substances:

*  MTBE (methyl tertiary butyl ether, a gasoline additive)
* 0zone

e SO, (sulphur dioxide)

* NO, (nitrogen dioxide)

e CO (carbon monoxide)

e ar paticulate matter and acidic particles

e methyl mercury

*  hydrofluorocarbons

One of the most prominent examples of human volunteer tests for toxicity which are expresdy
permitted and used by thefedera government arethe Phase|l clinica studiesfor investigating potential new
drugs and food and color additives regulated by FDA. At the November 30, 1999 meeting of the joint
SAB/SAP subcommittee, an FDA officid acting as a consultant to the subcommittee made a detailed
presentation on pertinent agpects of Phase | testing for INDs. Those points included the following:

e Thepurposeof thetrid isto establish safety, not thergpeutic benefits. Very few substancestested
ever make it to thergpeutic trids or final approval.

e Subjectsdo not anticipate direct personal benefits.
*  Adminigtered substances are biologicaly active and therefore inherently toxic at some dose.
*  Thedudiesattempt to establishaNOAEL, meaning aleve at which pharmacodynamic effectsare

seen short of frank adverse effects and considered acceptable. The investigators will adso be
looking for variations from the anima data and factors such as reversbility of effects.

10 PL.104-170 (August 3, 1996), amending 21 U.S.C. §346a.
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e Thenumber of human subjectsat each doseleve will usualy range between 3 and 10, with gradud
escaation of doses until the relevant effect is observed.

» Foreign datais acceptable if consdered to have been properly obtained.

Prior EPA policy and practice in accepting human volunteer studies of pesticides

Prior toitsJuly 1998 statement onitsinterim policy (above), EPA had cons stently accepted human
volunteer pesticide safety data; thereisnoindication that such datawere ever excluded from consideration
on the basis of generd policy. At the initid SAP/SAB Subcommittee meeting in December 1998, EPA
representatives presented information on the agency’s acceptance of such studies for the period from
January 1, 1990 through August 31, 1998. During that period, 26 human effects studies based on
intentiond clinica exposurewere submitted that addressed metabolism, pharmacokinetics, and absorption,
and 8that addressed aNOAEL. All 8 of the latter sudiesinvolved volunteer subjects, informed consent,
overdgght by an inditutiond review board, and a statement of compliance with the Declaration of Helsinki.
None of the studies referred to the EPA regulations incorporating the Common Rule, and one cited the
FDA regulations. The agency’s materias presented to the Subcommittee did not state to what extent the
agency had accepted and utilized such studies in FIFRA regulatory decisons, however, as noted
previoudy, the agency’ s Background Paper presented to the SAB/SAP Subcommittee at its November
30, 1999 meeting clearly indicated that the agency had accepted human volunteer sudiesfor usein making
pesticide tolerance decisons in the past, but had recently reconsidered some of the “earlier” studies and
found them unacceptable by contemporary sdentific tandards.  Thus, a the very least it isclear that EPA
has accepted some human volunteer studies for use in tolerance setting, and had never prior to July 1998
had apolicy precluding or restricting use of such data.

| SSUES

Although EPA has expressed deep and abiding concerns regarding use of human volunteer data
from non-federdly-funded sources in making pesticide regulatory decisions, it has not specified its
concerns. The agency’s Background Paper submitted for the November 30, 1999 SAB/SAP
Subcommittee meeting contains a section on “Agency Concerns’, but it does not provide specifics
regarding potentid or likely deficiencies in any human volunteer sudies previoudy submitted, nor in the
Agency’s use of any of those studies. The Agency’s charge (list of questions to be addressed) to the
SAB/SAP Subcommittee appears to focus primarily on ethics. For example, the first question posed to
the pand was “What factors are relevant to consider when reaching a judgment on what condtitutes an
ethicaly appropriatehumanstudy?’ Thefollowing brief discussion of issues, therefore, doesnot necessarily
reflect EPA’s or other federa agencies views on what are the sgnificant issues; rather, these issues have
generdly been compiled from areview of the SAB/SAP Subcommittee discussons.

Sdentific
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Although it is generdly recognized that data from human studies are more relevant to assessng
human safety than data from animd studies, the argument has been made that human volunteer studies
should not be considered valid for purposes of establishing a NOAEL because the test subjects are
generdly too few (<10 for each exposure level) to have satisticd vdidity in establishing that therewill be
no sgnificant effectsin the entire population exposed to residue from a pedticide.

Inresponse, it hasbeen argued that the numbers of anima stested aread so low, and that the human
data have more relevance than the animal data  Also, varigbility in the human population is teken into
account through the 10x intra-species uncertainty factor. Findly, itisaready generd practice under both
the Common Rule and the Declaration of Helsinki for an independent review committee to assess the
stentific merits of a proposed study, and EPA scientists must exercise expert judgment regarding the
weight to be given such astudy. Arguing that dl such sudies are invdid impugns the judgment of many
scientists both at EPA and in other countries who have approved or accepted such studies.

Findly, while the number of subjectsin most human volunteer experiments might be consdered
to lack gatistica sgnificance to establish a NOAEL definitively in isolation, that does not mean that they
should not be given weight in assessing the overall database as arethe anima studies, nor that they should
not be given weight in assessing biologica effectsor markersthat would not be consdered adverse effects.
The datigtical strength of human volunteer studies is no weaker than most required experimenta anima
sudies. All rdlevant data should be used; human data should be considered dong with, and in comparison
with, animal data, not instead of available anima data. Asameatter of scientific judgment, it would appear
necessary to judge each case onitsown merits, sncedifferent chemicas have different characteristicsand
mechanisms of action, have been studied previoudy to different degrees, and the design and objectives of
each study are likely to differ consderably. In other words, scientists are capable of assessing the
relevance and weight to be given certain data without the intrusion of ethical views!

Policy

There is a srong implication in the controversy that there is something about pesticides that
inherently distinguishes them from other chemicals in the human environment, and therefore they require
different scientific or ethical sandards.  As some SAB/SA P Subcommittee members and consultants have
pointed out, however, from a scientific perspective chemicas are chemicals and inherently capable of
toxicty, whether intended to be therapeutic or pesticidal. In fact, some pegticide chemicas have
thergpeutic uses, and some are used directly for public health purposes to control disease-bearing insect
vectors.

11 Some members of the SAB/SAP Subcommittee repeatedly expressed the view that a human
study which isnot scientificaly vaid isunethica. It isnot necessary to reach theissue of ethicsif it can be
determined that the study will not yidd useful scientificdata. Such astudy should Smply bergected at the
outset on scientific grounds.
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Congress has a firmly recognized in its gatutes the utility, if not the necessty, of agricultura
chemicds for ensuring an abundant and economica food supply as a necessary element of public hedth
policy. Asdiscussed below, it hasa so indicated express gpprova for the use of human volunteer test data
in pesticide regulatory decisions.

Moreover, the Common Rule was promulgated pursuant to Congressond legidation, and there
iS no gpparent logic in drawing a distinction between human volunteer studies conducted, supported, or
otherwise regulated under the Common Rule and studies that meet the same standards but are not directly
subject to the Common Rule either because they are privately funded or conducted in another country
(recognizing, however, that the Common Ruleitsaf coversthe latter Stuation).

There have been suggestions that agricultural chemical companies have been motivated to use
human volunteer testing as away to “get around” the gtrictures of the federa food safety statutory and
regulatory regime. It is very questionable whether speculation on motives should ever be avalid subject
for such a debate; and a more objective assessment of the sponsors motives would be that they want to
obtain datathat are of greater relevance. Moreover, it should be emphas zed that the outcomes of ahuman
experiment cannot be known beforehand (athough there might be agresat ded of relevant predictive data),
and the human tests might show that humans are more susceptible than animals, rather than less, and a
company would be legdly obligated to submit such data (on greater human susceptibility) to the agency.

Since the agency’ s RfD approach is based on the use of rdatively arbitrary “ uncertainty factors’,
it seems only logica that it should be viewed as beneficid to reduce uncertainty through appropriate
research. Thisis, of course, the objective of awell-designed human clinicd trid. As one member of the
SAB/SAP Subcommittee suggested, it could be consdered unethical not to conduct human experiments
under appropriate conditions as indicated in the Common Rule.

Findly, thereisabroad policy issue of the legitimacy of government intrusion into fully informed
and consensud private decisons.  If consent is truly informed and voluntary, what is the legitimate
government interest and authority for interfering in such activities, other than to determine whether the data
produced is scientifically useful? As discussed below, Congress may have the authority to address this
subject through legidation or authorization of regulations under its authority to provide for the genera
wefare (Articlel, section 7 of the Congdtitution); however, thereisno basisfor federd agenciesto exercise
suchauthority without aCongressiond delegation. Moreover, existing civil remediesand crimina sanctions
are avalable to gpply to verifidble ingtances of testing without fully informed consent, particularly if harm
results. Some of these points obvioudy overlap consderably with certain of the legal considerations
discussed below.

If EPA were to issue a forma statement of genera policy regarding acceptability of human
volunteer test datafor FIFRA purposes, such agency action would very arguably be subject to review by
OMB under Executive Order 12866 as a “sgnificant regulatory action”. Even if not directly reviewable
by OMB, the Executive Order requires agency compliance with its regulatory Philosophy and Principles.
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Those Principlesincludeidentification of the problem and itssignificance, the need for aregulatory solution,
reliance on the best reasonably obtainable scientific and other information concerning the need for and
conseguences of the intended regulation, and consistency with other regulations.

Legd

Congress has expressdy addressed the use of human volunteer research data under FIFRA.
Section 12(8)(2)(P), 7 U.S.C. § 136(a)(2)(P), which was enacted in 1972, makes it unlawful for any

person —

to use any pedicide in tests on human beings unless such human beings (i) are fully
informed of the nature and purposes of the test and of any physicd and menta hedlth
consequences which are reasonably foreseegble therefrom, and (i) freely volunteer to
participate in the te<t;

This provison clearly indicates Congressiond intent that human volunteer test data on pesticideswould be
acceptable, asamatter of ethics, if these conditionswere satisfied.  This provison aso appearsto bethe
bass on which EPA accepted human volunteer pesticide test data that was not supported with federa
government funding for many years prior to 1998.%2

Asareault of these explicit satutory provisons, it gppears that human volunteer sudiesinvolving
pesticides could be consdered to be “ subject to regulation” by EPA within the meaning of the Common
Rule as currently written.

The 1996 FQPA amendmentsto the Federal Food, Drug and Cosmetic Act very arguably not only
permit, but require, use of rdevant and reliable human volunteer test data. Section 408, as amended (21
U.S.C. § 346a(a)(2)(D)), states that EPA “shall” consider, in setting pesticide residue tolerances —

(i) the vaidity, completeness, and rdiability of the available data from studies of the
pesticide chemicd and pesticide chemical residue in such sudies; [and]

12 Congressiona approva of human volunteer testing is dso indicated by limitations placed on
research of biologica agents by the Secretary of Defense, contained in 50 U.S.C. § 1520a. Those
provisons prohibit testing on human subjects of chemica or biologicd agents, but expresdy except from
the prohibitions, among other things, testing for “any peaceful purposethat isrdaedtogn] . . . agricultura
... activity.”
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(iii) avalable information concerning the relationship of the results of such sudies to
humanris; . . ..

These provisons appear clearly to require consderation of al “available’ relevant data. There is no
indication that the agency would be authorized to ignore relevant human volunteer sudies, particularly if
they meet the conditions for such studies set out in FIFRA.

Additiondly, as noted previoudy, the Common Rule was promulgated pursuant to Congressiond
authorization. On the other hand, one must ask where EPA or any other federal agency would find the
legd authority to exclude from congderation relevant human data on the basis of ethica consderations
other than those specified by Congress under FIFRA. Federd agencies do not have inherent regulatory
powers, they operate as “agencies’ of Congress, and their power to regulate must be found in some
delegation of power from Congress.

Fndly, as a rdlated matter, one must question whether the agency’s FIFRA Science Advisory
Panel has authority to furnish adviceto the agency which isbased onitsviews of ethicsrather than science.
The SAP was authorized by Congress under FIFRA asan integrd part of the pesticide regulatory regime
(7 U.S.C. 8 136w(d)). The SAP authorizing provisonsin FIFRA provide only for itsfurnishing objective
stentific advice by memberswho are scientists; thereis no authorization to furnish policy or ethica advice,
nor to include in SAP reviews individuas whose area of expertiseis primarily ethics.  This isreflected in
the SAP' s FACA charter, which provides only for furnishing of scientific advice. Under FACA, afederd
advisory committee such asthe SAP must operate within the scope of its charter or itsactions can be given
no effect. (P.L. 92-463 § 8(c), 5 U.S.C. Appendix.)

Evenif it were to be assumed that EPA or another agency had the authority to reject human
volunteer studiesthat were conducted in compliance with the statutory conditions established by Congress
and those in the Common Rule, a policy to rgject certain such studies that were previoudy considered
acceptable could run afoul of the Adminigtrative Procedure Act. It isfirmly established by caselaw under
the APA that a federal agency’s departure from an established practice or policy will be consdered
arbitrary and capricious unless the agency announces the change dong with areasoned judtification. At
present, no reasoned justification for regjection of any such studies has been given by the agency. Evenif
the agency could provide a reasoned judtification for a change in postion on acceptability of human
volunteer studies, any attempt to regject studies which it had accepted prior to such a change of position
could be subject to even greater judicid scrutiny, particularly if such astudy had played apart inaFIFRA
regulatory decision and outs de partieshad detrimentaly relied on such adecison. Presumably such studies
were congdered scientificdly vaid and rdevant when accepted and used, and if that assessment is now
to be changed, aclear and supportable scientific explanation for such achange must begivenin order avoid
afinding of arbitrary and capricious action.

CONCLUSIONS
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Federal agencies can, and have, conducted and supported human volunteer testing of potentialy
toxic substances pursuant to the Common Rule under circumstances in which there was no
likelihood of direct hedth benefits to the volunteers.

EPA has sad that it has not used any human test data for any fina decisons on acceptable levels
of pesticide residues under the new food safety law. ItisEPA’sview that the protection of public
hedlthfrom adverse effects of pesticides can be achieved through reliance on animal testing and use
of the highest ethicd standards. EPA has not provided a reasoned basis for refusing to consider
non-federal human volunteer studies of pesticides.

There is no raiond bass for digtinguishing between human volunteer studies conducted or
supported by federa agenciesand studies conducted or supported by non-federa entities, and the
Common Rule itsdf aready alows acceptance of such sudies if conducted under the Common
Rule provisons or with equivdent safeguards.

All federd agenciesexcept EPA consder the Common Ruleto be gpplicableto dl typesof human
volunteer testing. Human testing of pesticides for non-chronic effectsis very amilar, for example,
to FDA Phase | testing, which tests for safety rather than therapeutic benefit.

EPA has in the past, and continues now, to conduct human studies with potentialy toxic
environmental substances to determine appropriate regulatory exposure levels because it is
generdly recognized that datafrom human studies are more reevant than anima datafor assessing
humean hedith.

Prior to its July 1998 statement of policy, EPA accepted and used human volunteer studies of
pesticides that met the sandards set out in the Declaration of Helsinki.

By ignoring existing human test dataon pesticidesin regulatory decison-making, EPA isinviolation
of FFDCA section 408, as amended (21 U.S.C. § 346a(a)(2)(D)), which requires use of al
avallable and relevant data, and FIFRA section 12 (7 U.S.C. § 136j(a)(2)(P)), which dlows use
of human test data on pesticides under conditions of free and informed consent.

RECOMMENDATIONS

1.

EPA should apply the Common Rule/Declaration of Helsinki to human volunteer testing conducted
or supported by non-federa entities congstent with the practice and policy of al other federd
hedlth agencies.

EPA should abide by the FFDCA and FIFRA provisonsand utilize dl available and reliable data.
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Should EPA congder a change in its past practice and policy, it must comply with the
Adminidrative Procedure Act and obtain public input and comment on an explicit proposa, dong
with aclearly articulated rationae for the proposd. Until any such change is promulgated, EPA
should continue its pre-1998 policy of accepting human volunteer test data that meet standards
reasonably equivaent to those set out in the Common Rule.

When EPA issues its proposa for notice and comment, it isimperative thet it announcethet in the
interimit will follow apolicy that iscons stent with the policies of other federd agencieswhich alow
the use of human volunteer test data from non-federd entities.



